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be congratulate you on the quality and comprehensiveness of the Draft Guidance. We 
commend the integration of expertise from CBER, CDE H. A common view 
by the FDA is extremely helpful. 

e are in agreement with the principles of t e Draft Guidance and nearly all o 
specifics. Must of our comments below refl t requests for c~arif~~atio~. I 
we are specifically pupating out places of agreement where we suspect there may be 
differences Of Opinion. 

We re~~rnrne~d it be clear there are three se arate issues to be addressed - whether a 
data monitoring plan needs to formally become a DMC, whether the DMC should be 
independent of the sponsor and Steering Committee, and whether the statistical support 

for the DMC should be independent of the sponsor and Steering Commi 

We suggest sentence two be reworded as follows “If a trial is likely 
quickly and the sponsor has decided it is important to have a DMC, 
needs to implement mechanisms to permit the DMC to e informed and convened 
quickly in the event of unexpected results that raise concerns.” Editorial suggestions are 
to eliminate this as a subsection heading as it is not of equal importance with Section 2.3 
and Section 2.3 and to incorporate this into Section 2.1. 

recommend citing and/or incorporating some or all of ICH E9 Section 4 Trial 
~duct ~onsjderatiuns. This would reinforce the two types of mo 

oncerning the oversight of the quality of the trial and the other inv 
lind to make treatment comparisons (i.e. interim analysis). 
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We suggest adding the phrase “nor is it constituted to have all the relevant expertise OF a 

statistical SUppOrt gFUU@’ 

f-t would be helpful to comment on what ~~forrnatjon a DMC should convey to an IRB. 
Some IRE&, reacting to recent fedefaf review, have asked for a great de 
that traditionally would onty be given to the trial DMC, assuming there is 
has a DMC, properly appointed and chartered, an IRE3 should not be responsible for the 
efficacy and safety monitoring but should expect a brief fetter from the DMC stati hat 
they met and recommended continuation OF whatever was decided. Sometimes 
frequency of DMC meetings is an ind~~at~o of evolving concerns so it may be helpful 
also to comment on the frequency of DMC contact with an IRB. 

We take the point of view that clinicaf trial leadership should be shared between the 
sponsor and steering committee in order to be successful and to ha 
results and s est this pa~~ersh~~ be cited as often as possible. One is the 
appointment of DMC members and of the DMC chair. We believe there 
rn~tua~ consefit between the sponsor and steering committee in these appointments; 
both have substantial stakes in the ability of the DMC to protect nut only the patients’ 
interest but also their scientific and economic investments. 

The list of factors to consider in the selection of individuals to serve on a DMC ~~~~udes 
relevant expertise, experience in clinical trials and in serving on other DMCs, and a lack 
of serious conflicts of interest (further described in the section). At this point, experience 
has been the primary teacher for education concerning DMCs. It would be helpful to 
indicate that ideally experience is not the only teaohef. We reeom nd a range of 
eduGati~nal tools - case studies, simulated examples, peer-review articles, books, 
short courses, eta. - supplement experience. These educational tools would entourage 

practices similar to best regulatory review practices, increase the pool uf 
C members, further educate past and present DMC membefs, and provide 
for the public, medical writers, etc. MC members sho 
literacy, i.e. be comfortable reviewing and u~dersta~djn 

The last paragr has a parenthetical senten 
statist~~~an~ it is irable for the statistician to 
recommend, in this case, that it is critical that 
fundamentals of interim mon~turjng. 

end the aecognitiun that the chair should have adm~nistrat ve skills as w&l as 
facilitate discussion. 
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be suggest that eFe be more discussion in the guidance concerning the multiple 
statistical roles p sible and the potential for introducing bias and compFjs~ng 
~unfidentiality~ These statistical rofes incfude Statistical eo~tF~butoF to strategic 
development for a sponsor, statistical CoiiaboFatof in a clinical trial or in a FeSeamh 

(e.g. steering committee), statistician member of a DMC, statistical s~ppo~ 
mbef fur a DMC, statistical leader for a data management team, statistician 

a Fegu~ato~ advisory committee, and statistical collabarator for peer- 
Fev~~wed publ~~atjons, presentations, and/or Fegulato~ submissions. FOF each clinical 
trial with a DMC, it is crucial to recognize the simultaneous roles a statistician may play. 
me commend the Draft Guidance for raising awareness cancer 
need for Go~fidentia~i~ while not pFohibit~ng any model. Indeed, s there should be 
even more emphasis there is no single model that may be uptim 
there is not necessarily consensus about the optimal model in 
section 1.2). 

e section on meeting stfuctuFe, pa!%cUiaFfy the open Session that helps 
to ensure that those the most intimate knowledge of the study share their insights 
with the DMC and ra ssues for DMC consideration. We suggest that this meeting 
structure should be used Whether the DMC is or is not independent of the sponsor and 
whether the statistical support for the DMC is OF is not independent of the sponsor. The 
significant advantages of sponsor involvement with the DMC are also toted in Section 
6.2 and perhaps can be cross-referenced. We recommend noting content of the 
open session report often provides an additional mechanism for im 
management and for ongoing quality assessment of the StatiStim! support group for 
DMC. 

In OUF experience, there are many misconceptions about the need for coded repotis and 
a DMC masked to treatment assignment. This Draft Guidance should help and the more 

is the better. We commend the formal statement that a DMC should geneFa~ly 
ess to the actual treatment assignments for each study group. What we have 

found especially problematic is masking the treatment assignments 
efficacy and safety witbin the same report. We strongly agree that t 

ility is balancing risks and benefits of the active interventi 
of treatment assignment is necessary to provide the be 

We Fe~omme~d stating ~xp~i~it~y that it is essential to vide the DMC with cfear, 
~omprehensive~ and carefully constructed reports on e accumulating data in order to 
have the DMC fulfifl its responsibiiities. These repoFt characteristics should be present 

ether the statistical support group for the DMC is OF is not independent of the sponsor. 
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The Draft guidance states that the sponsor should emwe that the general format and 
content of reports to the DMC are acceptable to the DMC, We agree analysis of the 

rimary endpoint and interim monitoring guidelines should be specified by the sponsor 
and steering cummittee and acceptable to the DMC. We recommend stating that the 

ould have access to the entire data file without having to negotiate with the 
during the study to access some data item. Our experience has been that the 

sponsor and steering committee sometimes try to limit what the C should evaluate by 
ecifying the DMC report contents The structure and cant of interim analysis 

eed not be fixed and may change during the course of the triai. caky factors 
stage of the trial, the nature of accumulating data, the fows of a DMC meeting, 
ests by DMC members) will infi~ence report content or how specific data items 

are analyzed and presented. 

~c~as~onally sponsors propose that the independent statistician 
ent DMC also prepare the interim DMC reports by exec 
after merging them with treatment assignment* We ret 

this is not a sokrtion since the sponsor programming necessary to address evolving 
issues in DMC reports may potentially introduce bias and comprise confidentiality. 

rail Guidance often references “‘the statistician” preparing un Iinded data for the 
d it be changed to the statistical support group. Parallel to 
should consist of more than one person is the recognition t 

e DMC should consist of more than one person. There 
benefits to the depth and breadth of DMC repot-t contents from a statistical sup 
as well as minimization of the delay between data closure for analysis and report 
distribution for DMC review. 

e last paragraph concerning statistisal assessment for futility, the guidance 
considers the Type I error but omits the Type fl error. We suggest that there be some 
statement that the a DMC, before recommending a trial is futile, consider the false 
negative OF Type II error. 

Stx%ion 4.4. I. f ~~n~tof~ng for Effectiveness 

We found the fifth sentence begj~n~ng “estimates of .2 to be alrea 
following sentence concerning a pre-specified monitoring plan and make the editorial 
suggestion that it be deleted as redundant and potentially confusing. 

The draft guidance states that the sponsor should provide the DMC h summaries of 
the adverse events sbserved. We recommend that the statistical s fi group for the 

MC with the resufts of analyses of safety data by assigned treatment 
not receive pages Of fk?tingS Of adverse events OF S@fiauS advefSe 

events without treatment assignment and without consideration for efficient and effective 
summarization. 
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naily maintain that a D C cannot monitor safety without also monitoring 
The views of the sponsor and/or steering commktee concerning early 

on need to be made very clear to the DMC, pfio~ to any review of data by the 
uring the open session, aggregate information on treatment safety and benefit 

can be presented and discussed. It is educational f to have the steering 
commi~ee consider the range of possibifities for the ng aggregate results, e.g. 
if all are in one treatment group and none in the other treatment group. 

at this is another section where the emphasis should 
sisting of both the sponsor and the steeri 

recommendation should send its recommendations to the sponso 
comm~tt@e. if there is a controversy, the steering committee wiil s 

as the sponsor and the DMC. 

~~ suggest that this section be retitled Relationship between Sponsor and D 
text and its current title are not consistent. 
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